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Abstract

Objectives: The aim of this study was to investigate the determination of ureteral stone impaction using acute phase
reactants.

Methods: A total of 110 patients who had a single ureteral stone treated during a single month using medical expulsive
therapy of tamsulosin 0.4 mg/day, diclofenac 75 mg upon analgesic requirement, and at least 3 liters fluid per day were
evaluated prospectively. The patients underwent ureteroscopy and were divided into 2 groups according to the pres-
ence or absence of impaction. The preoperative white blood cell (WBC) count, red blood cell distribution width (RDW),
C-reactive protein (CRP) level, erythrocyte sedimentation rate (ESR), mean platelet volume (MPV), and neutrophil-to-
lymphocyte ratio (NLR) in the non-impacted stone group (Group 1; n=59) and the impacted group (Group 2; n=51)
were statistically compared.

Results: There was no statistically significant difference in terms of age, stone diameter, body mass index, grade of hy-
dronephrosis, or stone localization between the 2 groups. The WBC, RDW, and MPV value differences were statistically
significant between the groups (p=0.035, p=0.035, and p=0.005, respectively). An MPV cut-off value of 9.55 fL was de-
fined in Group 2 with 66% sensitivity and 62% specificity for impaction. There was no statistically significant difference
between the groups in CRP, ESR, or NLR values (p=0.44, p=0.76, p=0.54, respectively).

Conclusion: Evaluation of serum MPV with a cut-off value of 9.55 fL may predict ureteral stone impaction.
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rolithiasis is a disease that affects between 4% and 15% of ~ can cause colic pain through smooth muscle and epithelial re-

the world population and the rate continues to grow [1].
Some 86% to 97% of ureteral stones are smaller than 3 mm in
size and are passed spontaneously without any symptoms or
medical treatment. Larger stones, on the other hand, cause di-
latation of the ureter through partial or whole acute obstruc-
tion, depending on the size and location. Furthermore, they

actions [2]. An impacted ureteral stone is defined as a case in
which the stone remains in the ureter for more than 2 months
in the same position and a guidewire cannot be passed endo-
scopically to the proximal side of the stone [3, 4].

Animpacted stone can lead to local inflammatory reactions as
a result of remaining in the same place in the ureter for an ex-
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tended period of time [5]. During a ureteroscopy, an impacted
stone is generally observed to be covered with an edematous
and inflammatory mucosa.

Compared with patients with non-impacted stones, patients
with an impacted stone are generally more resistant to med-
ical treatment and the complication rates are also higher [6].

The complete blood cell count (CBC) is an easily accessible and
inexpensive blood test. The neutrophil-to-lymphocyte ratio
(NLR), platelet-to-lymphocyte ratio (PLR), and systemic immune-
inflammation index are biomarkers calculated using the CBC,
and have been reported to be useful in the diagnosis and mon-
itoring of many systemic inflammatory processes. Platelets are
non-nucleated blood cells with a role in tissue repair and main-
taining hemostasis [7]. Platelet indices, such as platelet count,
mean platelet volume (MPV), procalcitonin level, and platelet
distribution width value have also proven to be useful [8].

The red blood cell distribution width (RDW) value, a compo-
nent of the CBC, illustrates the heterogeneity of red cell volume.
The red blood cell count is an inexpensive measure of volume
variability, is readily available, and can be repeated easily [9].

In this research, patients who were not able to spontaneously
pass a ureteral stone after medical expulsive treatment and
therefore underwent ureteroscopy were evaluated on the ba-
sis of whether preoperatively measured acute phase reactants
successfully predicted impaction of the stone.

Materials and Methods

A total of 110 patients who presented with a ureteral stone be-
tween January 2017 and December 2017 were included in the
research. Only patients with a radiopaque ureteral stone that
they were not able to pass for 2 months despite medical treat-
ment were included. Patients with multiple stones, patients
who had previously undergone open surgery or an endoscopic
operation for ureteral stones, patients who had received extra-
corporeal shock wave lithotripsy for a stone in the same ureter,
and patients with stent placement, congenital abnormalities,
coagulopathy, or renal impairment were excluded.

Medical expulsive therapy of tamsulosin 0.4 mg/day, diclofenac
75 mg/day administered analgesically, and at least 3 liters of

Table 1. Descriptive data

fluid per day for a month was administered to the study pa-
tients, and they were evaluated prospectively. A non-contrast
computed tomography (CT) scan was performed for all of the
patients. The impaction of the stone and effect on the ureteral
wall were verified with direct visualization during ureteroscopy
in all cases. A holmium laser was used to help with lithotripsy
during retrograde rigid ureteroscopy. The patients were divided
into 2 groups based on observations made during ureteroscopy
to determine if the ureteral stone was impacted in the wall. Pa-
tients whose stones were not impacted in the ureteral wall were
assigned to Group 1 (n=59), while those with wall impaction
were classified as Group 2 (n=51). The preoperative measures of
the white blood cell (WBC) count, RDW value, C-reactive protein
(CRP) level, erythrocyte sedimentation rate (ESR), MPV, and NLR
in the 2 groups were compared.

The distribution of the variables was assessed with the Kol-
mogorov-Smirnov test. Quantitative independent variables
were analyzed using an independent samples t-test and the
Mann-Whitney U test. For the analysis of qualitative indepen-
dent variables, a chi-square test was used when applicable,
otherwise Fisher’s exact test was used. Spearman correlation
analysis was used to examine the association between vari-
ables. Effect level and cut-off values were examined using a
receiving operator characteristic (ROC) curve. All analyses
were performed using IBM SPSS Statistics for Windows, Ver-
sion 22.0 (IBM Corp., Armonk, NY, USA), and a p<0.05 value
was accepted for statistical significance.

Ethics committee approval was obtained from Gaziosman-
pasa Taksim Training and Research Hospital (04/2017-1) Ethics
Committee and the study was conducted in accordance with
Declaration of Helsinki.

Results

The data of 110 patients (21 female and 89 male) were eval-
uated: 59 of the participants were assigned to Group 1, and
51 were assigned to Group 2. The age of the patients varied
between 21 and 67 years, with a mean of 36.57+9.34 years.
The distribution of descriptive parameters such as age, gen-
der, presence of primary/secondary stone, body mass index,
and stone size are shown in Table 1. There were no significant

Number of patients (n=110)

Group 1 (n=59)

Group 2 (n=51)

Gender,
Female/Male 21/89 10/49 11/40
Primary/Secondary stone 40/70 18/41 22/29

Mean SD Mean SD Mean SD P
Age (years) 36.57 9.34 37.66 8.95 35.64 4.04 0.770
BMI (kg/m?) 25.80 4.57 25.57 438 26.07 4.57 0.606
Stone size (mm?) 39.52 19.32 34.63 19.70 47.74 19.47 0.000

BMI: Body mass index.
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Table 2. Laboratory parameters

Number of patients (n=110)

Group 1 (n=59)

Group 2 (n=51)

Mean SD Mean SD Mean SD P
WBC 9.60 2.70 10.17 2.75 9.09 2.53 0.034
RDW 14.30 1.85 13.91 2.00 14.64 1.60 0.035
NLR 2.90 1.92 2.80 2.03 3.02 1.80 0.543
MPV 9.55 1.05 9.19 0.92 9.68 0.84 0.005
Creatinin 1.00 1.01 0.87 0.26 1.08 1.44 0.299
CRP 7.79 9.56 8.43 10.65 7.05 8.15 0.446
Sedimentation 11.63 7.75 11.83 8.71 11.39 6.54 0.764

CRP: C-reactive protein; MPV: Mean platelet volume; NLR: Neutrophil-to-lymphocyte ratio; RDW: Red blood cell distribution width; WBC: White blood cell.

differences between the 2 groups in terms of body mass index
(p>0.05). However, there was a significant difference in the
size of the stone: the mean area of the stone was 34.63+19.70
mm?in Group 1 and 47.74+19.47 mm?in Group 2.

In between-group analyses, the mean WBC, RDW, and MPV
values were found to be significantly higher in Group 2
(p<0.05). The most significant difference was detected in
MPV, with a mean of 9.19+0.92 fL in Group 1 and 9.68+0.84
fL in Group 2 (p<0.01). These data are displayed in detail in
Table 2.

In order to examine the power of MPV in group differentia-
tion, ROC analysis was conducted, and the area under the
curve was calculated to be 0.655 (p<0.01). The cut-off level
determined for MPV (9.55 fL) differentiated the groups with
66% sensitivity and 62% specificity (Fig. 1). Odds ratio analysis
indicated that an MPV value over 9.55 fL. was 1.75 times more
likely in Group 1.

Discussion

The presence an ureteral stone is the most frequent urological
emergency, and is associated with pain, renal obstruction, and
urinary tract infections [10].

According to the European Association of Urology and Ameri-
can Urological Association (AUA) guidelines, the spontaneous
stone passage rate differs significantly depending on the
stone’s position in the ureter. According to AUA guidelines,
98% of ureteral stones smaller than 5 millimeters pass natu-
rally with conservative management [11].

The most common treatments for ureteral stones are
ureteroscopy and extracorporeal shock wave lithotripsy. How-
ever, treatment of impacted ureteral stones is a little more dif-
ficult.

Prolonged impaction of ureteral stones can lead to edema
and fibrosis in the ureter mucosa. Microscopic studies have
shown the formation of chronic interstitial fibrosis and
ureteral hypertrophy in the area between the stone and
the ureter. Long-term physical pressure or decreased blood
stream due to an immunological reaction to the stone can
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Figure 1. Receiver operating characteristic (ROC) analysis to examine
the power of the mean platelet volume (MPV) in group differentiation.

cause serious and chronic inflammation in the ureter mu-
cosa [12]. Inflammation and edema may be observed in the
ureteral wall of patients with chronically impacted stones,
and these changes can spread to surrounding tissues. It is
well known that, depending on the duration of the stone’s
presence in the same part of the ureter, inflammatory
and edematous changes can increase the thickness of the
ureteral wall in the related area [13].
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However, impaction of ureter stones can be difficult to de-
termine. Imaging methods have been used to evaluate and
measure the presence and level of an impacted stone (e.g.,
embedment in the ureteral wall) but they may not be able to
completely reveal the impaction [14].

There is a direct relationship between the passage of the stone
and its diameter; it is more difficult for larger stones to move
through the ureter. Studies have also demonstrated that the
transverse size of the stone affects impaction [12, 15]. Sim-
ilarly, our research found impacted stones to be larger than
non-impacted stones. While the average area of the stones
was 34.63+£19.70 mm? in Group 1, it was 47.74£19.47 mm? in
Group 2.

According to the literature, the deeper stones are embedded
into the ureteral wall, not only is the spontaneous passage rate
affected, but also the complications of endourological stone
extraction techniques increase [16, 17, 18, 19, 20].

Yamaguchi et al. [21] reported that impacted stones caused
lesions, which may increase the degree of ureteral obstruction
and ureteral wall inflammation. Studies of the impaction of
ureteral stones in the ureteral wall are mostly based on radi-
ological visualization methods. Other than preoperative radi-
ological visualization studies of impacted stones, there is only
1 study examining preoperative CBC results and biochemical
tests. In this research, Sarica et al. [22] reported that serum CRP
and sedimentation levels were closely associated with the de-
gree of stone impaction in the ureteral wall.

In another study, Aldagadossi [10] reported that the level of
CRP, a non-specific systemic inflammatory marker, was lower
in cases of distal ureteral stones that passed spontaneously
compared with those that did not pass. Our research did not
reveal a significant difference in the CRP and sedimentation
values between the 2 groups.

Our results indicated that the MPV was the most important
marker for an impacted ureteral stone, and that the 9.55 fL cut-
off value determined in ROC analysis examining MPV can be
used for differentiation between groups with 66% sensitivity
and 62% specificity.

Conclusion

Treatment of an impacted ureteral stone is more difficult
than treatment of those that are not impacted. Radiological
methods and other conventional methods can be insufficient
to detect the impaction. We think that acute phase reactants
can help to diagnose impacted ureteral stones. In particular,
the serum MPV value can be predictive of ureteral stone im-
paction with a cut-off level of 9.55 fL. Further research is re-
quired to support this thesis.

Acknowledgements: We would like to thank Cenap Ekinci, a
specialist in histology and embryology, for his contribution to the
evaluation of TEM results in this study.

Conflict of interest: The authors declare no conflict of interest.

Ethics Committee Approval: This study was approved by the
Ethics Committee of Gaziosmanpasa Taksim Training and Re-
search Hospital (04/2017-1).

Financial Disclosure: There are no financial conflicts of interest
to disclose.

Peer-review: Externally peer-reviewed.

Authorship contributions: Concept - .A.H,, B.C, CT.G,; Design -
LA.H., N.C.C,, CT.G, Supervision - N.C.C, T.T, E.A,; Fundings — None;
Materials — None; Data collection &/or processing — None; Analysis
and/or interpretation — l.A.H., C.T.G,, N.C.C,; Literature search - B.C,,
E.A, T.T, Writing — .LA.H., B.C,, E.A,; Critical review - T.T.

References

1. Basri Cakiroglu, Sinanoglu O, Mahmure Uraz. The effect of
tamsulosin on pain and clearance according to ureteral stone
location after shock wave lithotripsy. Curr Ther Res Clin Exp
2013;74:33-5. [CrossRef]

2. Cakiroglu B, Eyyupoglu SE, Tas T, Balci MC, Hazar |, Aksoy SH, et
al. Are Hounsfield densities of ureteral stones a predictive fac-
tor for effectiveness of extracorporeal shock wave lithotripsy?
Int J Clin Exp Med 2014;7:1276-83.

3. Roberts WW, Cadeddu JA, Micali S, Kavoussi LR, Moore RG.
Ureteral stricture formation after removal of impacted calculi.
J Urol 1998;159:723-6. [CrossRef]

4. Elganainy E, Hameed DA, Elgammal M, Abd-Elsayed AA, Sha-
laby M. Experience with impacted upper ureteral stones;
should we abandon using semirigid ureteroscopes and pneu-
matic lithoclast? Int Arch Med 2009;2:13. [CrossRef]

5. Legemate JD, Wijnstok NJ, Matsuda T, Strijbos W, Erdogru T,
Roth B, et al. Characteristics and outcomes of ureteroscopic
treatment in 2650 patients with impacted ureteral stones.
World J Urol 2017;35:1497-506. [CrossRef]

6. Seitz C, Tanovic E, Kikic Z, Fajkovic H. Impact of stone size, lo-
cation, composition, impaction, and hydronephrosis on the
efficacy of holmium:YAG-laser ureterolithotripsy. Eur Urol
2007;5:1751-7. [CrossRef]

7. Aktas G, Cakiroglu B, Sit M, Uyeturk U, Alcelik A, Savli H, et al.
Mean platelet volume: a simple indicator of chronic prostati-
tis. Acta Medica Mediterrana 2013;29:551-4.

8. Furuncuoglu Y, Tulgar S, Dogan AN, Cakar S, Tulgar YK,
Cakiroglu B. How obesity affects the neutrophil/lymphocyte
and platelet/lymphocyte ratio, systemic immune-inflamma-
tory index and platelet indices: a retrospective study. Eur Rev
Med Pharmacol Sci 2016;20:1300-6.

9. Dogan AN, Cakiroglu B, Hazar Al, Gozukucuk R, Uyanik BS. Can
red cell distribution width and mean platelet volume serve as a
marker for chronic prostatitis? Int J Clin Exp Med 2016;9:250-4.

10. Aldagadossi HA. Stone expulsion rate of small distal ureteric
calculi could be predicted with plasma C-reactive protein.
Urolithiasis 2013;41:235-9. [CrossRef]

11. Segura JW, Preminger GM, Assimos DG, Dretler SP, Kahn R,
Lingeman JE, et al. Ureteral stones clinical guidelines panel


https://doi.org/10.1016/j.curtheres.2012.12.003
https://doi.org/10.1016/S0022-5347(01)63711-X
https://doi.org/10.1186/1755-7682-2-13
https://doi.org/10.1007/s00345-017-2028-2
https://doi.org/10.1016/j.eururo.2007.04.029
https://doi.org/10.1007/s00240-013-0551-1

106

Int J Med Biochem

summary report on the management of ureteral calculi. J Urol
2013;41:235-9.

12. Morgentaler A, Bridge SS, Dretler SP. Management of the im—-
pacted ureteral calculus. J Urol 1990;143:263-6. [CrossRef]

13. Sarica K, Kafkasli A, Yazici O, Cetinel AC, Demirkol MK, Tuncer
M, et al. Ureteral wall thickness at the impacted ureteral stone
site: a critical predictor for success rates after SWL. Urolithiasis
2015;43:83-8. [CrossRef]

14. Yamaguchi K, Minei S, Yamazaki T, Kaya H, Okada K. Character-
ization of ureteral lesions associated with impacted stones. Int
J Urol 1999;6:281-5. [CrossRef]

15. Deliveliotis C, Chrisofos M, Albanis S, Serafetinides E, Varkarakis
J, Protogerou V. Management and follow-up of impacted
ureteral stones. Urol Int 2003;70:269-72. [CrossRef]

16. Sahin C, Eryildirim B, Kafkasli A, Coskun A, Tarhan F, Fay-
daci G, et al. Predictive parameters for medical expulsive
therapy in ureteral stones: a critical evaluation. Urolithiasis
2015;43:271-5. [CrossRef]

17. Srivastava A, Ahlawat R, Kumar A, Kapoor R, Bhandari
M. Management of impacted upper ureteric calculi: re-

18.

20.

21.

22.

sults of lithotripsy and percutaneous litholapaxy. Br J Urol
1992;70:252-7. [CrossRef]

JuanYs, Shen JT, Li CC, Wang CJ, Chuang SM, Huang CH, et al.
Comparison of percutaneous nephrolithotomy and uretero-
scopic lithotripsy in the management of impacted, large,
proximal ureteral stones. Kaohsiung J Med Sci 2008;24:204-
9. [CrossRef]

. Roberts WW, Cadeddu JA, Micali S, Kavoussi LR, Moore RG.

Ureteral stricture formation after removal of impacted calculi.
J Urol 1998;159:723-6. [CrossRef]

Leijte JA, Oddens JR, Lock TM. Holmium laser lithotripsy for
ureteral calculi: predictive factors for complications and suc-
cess. J Endourol 2008;22:257-60. [CrossRef]

Elibol O, Safak KY, Buz A, Eryildirim B, Erdem K, Sarica K. Radi-
ological noninvasive assessment of ureteral stone impaction
into the ureteric wall: A critical evaluation with objective radio-
logical parameters. Investig Clin Urol 2017;58:339-45. [CrossRef]
Sarica K, Eryildirim B, Sahin C, Sabuncu K, Cetinel C, Narter F
(2016) Impaction of ureteral stones into the ureteral wall: Is it
possible to predict? Urolithiasis 44:371-6. [CrossRef]


https://doi.org/10.1016/S0022-5347(17)39928-7
https://doi.org/10.1007/s00240-014-0724-6
https://doi.org/10.1046/j.1442-2042.1999.00067.x
https://doi.org/10.1159/000070133
https://doi.org/10.1007/s00240-015-0762-8
https://doi.org/10.1111/j.1464-410X.1992.tb15726.x
https://doi.org/10.1016/S1607-551X(08)70118-9
https://doi.org/10.1016/S0022-5347(01)63711-X
https://doi.org/10.1089/end.2007.0299
https://doi.org/10.4111/icu.2017.58.5.339
https://doi.org/10.1007/s00240-015-0850-9



